PF>«-7j / us 



b * m # # it 

JAPAN PATENT OFFICE 



- T u hi i- is 5° c . ertif y thal lhe annexe d »s a true copy of the following application as filed 
an this Office. 



as m * n b 

Date of Application: 

m ss # # 

Application Number: 
ST. 10/C] : 



A 



jplicant(s): 



2003^11^ 7B 

#® 2003-378039 
[JP2003-378039] 



CERTIFIED COPY OF 
OC "ORITY DOCUMENT 




#il 2003-378039 



1/E 



[ft*] 
[ftSA] 

iMiiLtziXMA] 
[gfttfcft&A] 

[ft*x«±*^i 

[»»IJ#-^] 

[#a±] 

[»#£] 



mm 

2003175SU 
C12Q 1/68 

m^MJiiE^mr in 2^5 8-t =**tes:^art 

000001856 

100081400 
APf #:fe 
100092716 

100115750 



£n MBS 



100119622 

100125025 

010216 
21.000R 

wmw i 
mw i 
mmm i 

9704937 
9704935 
0113519 
0113520 
0302858 



mtiEijf 2004-3086068 



#fg 2003-378039 ^- v : 1/ 

[mi «Hfrm#0>«ia 
[it 1 1 

\>XT<D (a) (b) <D&WL*H-t&**)3'x?u**-b'JUt*:<Di&: 

(a) t'j^^L'tf K©3' *S§&*<b 3fgW^ * K**2* -0,4' -C-^f- > * 

(b) 3' sfcaaStfcKttfcjttfc^ 0^r£* * 1^*"^ KfcffittWfc* * I^f- K. *0>f&<Z>ffl5& 

2 ] 

mT<7) (a) RZf (b) (W&fflLZ&ir 2>*V zfZ 

(a) t'J^^l/tf K©3' *5S*<b 3#g<7)* * Kj&*2' -0,4' -C-xf-u>^ 

(b) 3' ^fcamittftflME^wsEs* * K»cffl*t«i*jt * y\ ze>m<vmz 

3 ] 

[tmrn 4 ] 

[W*3i 5 ] 
6 ] 

[If 7 ] 

JSLTWXS (a) (b) fc"£tr, a^^a^ffi^j* : 

(a) mfc^mmzz mm t it, w*ai^S4<ov»-rfL*»i^^K«i^ 

ipg-e § £ * rf* ^ u K £ 
fflv>tp c R£tfdXff ; 

(b) ig (a) Kiotfiaei^tstiweio-c, ^sBifoins^Mo* 

[W*3l 8 ] 

WT<?)Ig (a) (b) £-£tt\ itf5T-#-SM<7)^ * V*-? 1 Kffi9!lO*Je*ft : 

(a) mitt&MUizz&ts&mzmmt it, w*si75S4ov»rft*»i«^E*w 

(b) IS (a) t: i o T RIdI^^S t ^ C i o t , ^Bfc+oitfi^MfflSte 
(7)5? * U^f - KiE?iJ«:ft$t4Igo 

[at** 9 ] 

fcfcmmn&focDmM^kltitim^vkM, Taq-Man P C R&WMALDI- T 0 F/ 
MS*fc*fcfc*#;&»<baMR3ft«^a: < HvW-oJfflv^ii fcJfttfc fc i-*»3fc 
!7X(i 8 KE*cO;#&o 
[IS*il 1 0 ] 

afe^ia^-ttat^ffl-cab* i t z&mt-rz, tmrnsnm 9 m>r ft* 1 ^ceir 

[IS«i l] 
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(a) t';^^UtfK03' 3flO^ * l^^-f- K**2* -0,4' -C-xf-p;/ 

(b) (a) USfilRO^'J^^^^^f-KtMU^o-CBWBEyiJfflS^^iliffiL^*^';^ 
* ? u * f- K ; 

( c ) DNA^'J ^ 7— t' ; 
(d) PCRi«Io 

lit Mm 1 2 ] 

(a) t'J^^l/*f K©3' *»*e>3tlOJ( * I^-f- Ft& ? 2' -0,4' -C-xf-^> 

mzn^mttcD^m* vi-mmm** * u*- f\ znmoumzimML&itt 

(b) (a) KaBttW*'; ^ 9 is** KtWKfto-CEWKyija^iBLft*^?^ 

-7- ; 

( c ) D N A 'f 'J > 7 - -if ; 

(d) PCRMMo 

[it Mm 1 3 ] 

(a) *'J KC0 3' 5fc3ftj&»lb 3 #g<7)J* * Kt) ? 2' -0,4' -C-^f-^> 

(b) t'J^ntf K?)3' *5S3&»p> 3#B<7)^ * l^^f- K7i ? 2' -0,4' -C-x^w> 

(c) (a) x(± (b) ciet<7)t 0 =/* * Ktwc^ct BmmufrzmmL 

nztv zt% ?u*j-y ; 

( d ) DNA'f'J^7-t*; 

(e) PCRlffc 

[it Mm 1 4 ] 

si 3<7)v^-rtL^i^tcfEmoite^-#M^mffl^^ > Q 

[IS*H 1 5 ] 

z. t zmmt-tz, mMmi l^mi 4 ^v^ti.^ 1 miz 

mmo*? ho 



mtiE# 2004-3086068 



#11 2 0 0 3 - 3 7 8 0 3 9 ^- v : 1/ 



[0 0 0 1 ] 

ENAa-y h£^ti>*V^;*^l/:*^K£fflv^PCR£¥IJJiL7^ 

^^Mco^m^vi, mtt&m<Dfe&m<D* i) vRvmtv 

[0 0 0 2] 

P 4 5 0 1 A2, ->b^nAP 4 5 0 2A6, ->b*nAP4502C9, -> h * n A P 
4502C19, ->b^nAP 4 5 0 2 D6, ->F^nAP 4 5 0 2 E14 t*tf%a h tlX 

UDP-^;^7n;->ii/f7^^7x7--t\ is i £>\ 7;^fi>S-l>7>^7i 
[0 0 0 3] 

fsTt LTWT C R a , Tfry^'i ^ — ^^JflHififS^P <t LtOAPOE 4, flltt^S^ 

^tLTV^ (^J£(S\ 2 #HBo ) 0 

[0 0 0 4] 

itfe^^ai^m^fet u, *°'j>7-ffx^>'j77y3> (pcr) -s^im 

»*H«t*«J»ffc«:jia*^*>*fcPCR-RFLPj* ##tr^ft3#H?.o ) , 

Se^iJ^M'fc^)— ^IIODNA i> L < f±RNAIi#'J 7 * U ^75 FYfrtipxm%Z&W]%. 
3r7Fi~ <fc V> -9 J^illCife-^VT^ S S C P (single-strand conformation polymorphism) 

Off££fD7fr*ffiih£*iS tv^HIUS^v^A S -PCR (allele-specif ic PCR)v£& 

[0 0 0 5] 

PCR-RFLPSI4, ^SISC3 ~ 2 4 l$rooffl|RW*&S Ate, 
*fei:liH"tv»o S S C Pftl±fM^^^SIie?iJ<oJ:^*i:, HHfcL<l±«» 

t x(£iM^*m^£> s s c pmzn 0 1"(±> ?D-a>npcRa^fflv>t, 

[0 0 0 6] 

A S - P C R&li PCR SrJ&ffl LttfeX-Jb *9 > ^ffirK^MO^fcim't &<J&^(i & 

> ii^co PCRtii7"7^-7-i:5^-77 4 i#t* 4 JMHj&tt*<ft <b ^ £ ij§£- 

mtiE#2 004-3086068 
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[0 0 0 7] 

[itittti] *nm$m. rsNPi^»wj „ 2000^ 

6^5 0 

[3m^Xffli2] X^4^\- • yx^rO^ (Nature Genetics) J , 19 9 9 
^, *2 2t , p. 139-144 

[iMftlWtms ] \*Y-i3-y^ (Science) J . 1991^, |2 5 2i, p. 16 
4 3- 

[0 0 0 8] 
[0 0 0 9] 

[0 o l 0] 

fb3#g^»J? ? Kfc LT2' -0,4' -C-^if- !✓ >p? * U*?- K (ENA) :x^.;/h£fflv> 

tztv =fz? uts-j- vz-fyj-^-t Lxm^^z\t^mwLt^-i>m^^m.<Di(k^ : {k 

(1) WTO (a) RZf (b) (OWffiiZ^ FXti^co** : 

(a) *') =fZ? ls*J-V<D3' Mxmfrh 3t§«^ * V^-f- FtS ? 2' -0,4' -C-^f-l^* 

(b) 3' ^gl^^tililfS^-O^I^ ? Vir-t F&;*Btti#&JX >S Vf- F, -?-<7>ffe<7>£M£ 
K (infill jtfc^-OJ* ^ l/^-^ FSE^J^fflitlft&J* 5Vlr+ Y*^-fZ>, 

(2) Jil.T"<7) ( a ) RO* (b) <D%fWi*m-f fUff-VXli-ZOlA: 

(a) t'J^^l/*f K©3' 3#g<75^ ? l^jj-f- Ft$*2' -0,4' -C-JCf-H'* 

(b) 3' ^ffttfcttMfjK^ae** * KCffiiW^J! * I/*- F, ^OflfcoM: 

(3) »-SI»^4C^tlf tf^, (1) Xl± (2) KSEttW* ';=f* 

(4) 1 8»I2 5**ft*e.«:4;fc«:!||Rit*, (1) M (3) m»f*L*l 

(5) (1) 75M (4) OV»i**L)6»l«tw|B«tO*'J^^l'*-f-K«:«ffli-*ifc* 

(6) (1) (4) Ov»i*ji*»13lH|B|R^)*';=f>t^l/*f-K«:«ffl-t*ii:«: 

mtE#2 004-3086068 
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(7) J^T<7)I*I (a) Xlf (b) fc-g-tr, iftfiK^SOtfctii^S; : 

(a) mm=F&mmzz^tfmmzmmtLx, en (4) ov>r^i«t:E« 

lt«-C§**'J 3'^^ K*fflv>TPCR«:tTOie ; 

(b) Xg (a) ct oTHWiit^^^Ciot, M^itftT-^S!^ 

(8) JElTOIi (a) SO* (b) Sr^-tr, aMS^MffiO* * U * KE?!l*>8t5£ 
: 

(a) m^&mm&z^trmMzmmtLx, en (4) o^-rt^ i«nie« 

=f*^ Ujj-f- K, »J =f* * W*?- Kt^C^cT P C R-CBftEyiJffl^* 

Wm-e&Z * "J * V^if- K*fflv»tPC R fcfirdXg ; 

(b) Xfl (a) i: J: oTRl6g»#4)St 4*5*1: i o T, wififS^^MSBffi 

(9) JRj£j^<a£j£<a;frte<atfcffl5&*«&$kS& % Taq-Man PCR5. CMIALDI — 

■fh (7) Xl± (8) CEI»*ft, 

(10) iftfc=f-£>mi) { —&&&M-e$>ZZtZft®.£-r&^ (5) 7i;M (9) C9v>-fft 
^ 1 «{w|S«^^. 

(11) JJlTOfcOfc^tr, mtt%Wfc&m*"J \ : 

(a) t'J^^Ptf K»3' *Sflj&»<a 3#gco^ * V*f- Kt5 s 2' -0,4' -C-^^P> 
5? if U*7 K*»«bft 0 , HfcO* ? Kli55j»ao^ * b'frb* «9 , 3' 

(b) (a) izmmvtv ? I*** F£tti>z%^xEmm&frzn$$Ln2>*v 3- 

% if v * -9- k ; 

( c ) DNA*°V^7-^; 
(d) PCRftflr*, 

(12) &TOfcO*^tr, Jtfc^#Sfcffiffl*y h : 

(a) t'J^^l/tf K©3' *3S^t>3#BO^ if l/**- K**2' -0,4' -C--x*-U> 

<D% ifV*^- KEydKffiltftfc* * K =f* * l^**- F ; 

(b) (a) KE**>*'; KfcttfcfcoTgttE#l«fl-*ii«L#*:/9-f 

-7- ; 

( c ) D N A *° 'J > 5 - -tf ; 

(d) PCRilil, 

(13) JBLTWfcOfc'&tr, iHsiP^Mlfcfflffl*? h : 

(a) t'J^^Utf 5fcS*frfc 3#gc7)^ * V** Yifil' -0,4' -C-^^l^ 
* if Yfrbta <9, f<7)^ i7 V** Vl*3imm<DZ i7 V*?- F^«b£ >K 3' 5fcOT 

(b) t'J^^Ptf F«3' *3grt»<b 3#g<0* if + YifiT -0,4' -C-^^W> 

(c) (a) X(i (b) teffimo^U ^ i.^-^ Kfc*tfcfcoTBfl9EfliaB#&*i«L 

( d ) DNA*>J>7-t*; 

(e) PCRMM, 
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(14) * 'J d-z ? V * f- h'R VWi * x ) ? V * * K t ** 4 o T i »EyiJ«^S:i« 

1 1) m (n) <o^i?tifrimztzm.<omtt&miikiiim*-> k 

(15) Sf^#M7) s -ilS^MT'ab^ i £ *&WLt-t2>* (l l) Jil (14) m» 
<b 4 -5. o 

[0 0 1 1 ] 

mitt&S. ^HJLfcv SB^iJ ( i ft SE^iJ ) tf> IHISBfr K 7 ? >f v - <z> 3 ' *3ft S£5£ U 
R(D*«je^*o £*iKttLT, 3' *^t5 ? -|5:L4v^#^i±, ^K^SJS^ei <b * 
[0012] 

illt KK£$!I(:^ (#M) 75**v>*>^«:^-t 0 (i)tt=KB*E8l<&SE*(#a) *W 
5 ti-**t*^>»fi3R»-C?, ttfcEfllO— «BKATCC<OE?!l«: fco 0 Z\<nmW&Mt 3 
' *®^fb3#BHENA^if|i75^Px.fbtL7t^ I J * K(ii) (2' -0,4' -C-xf P> 

[0 0 131 

1 t-t&ttMiOmm&WtT?. tt£E?U<&— IBKATACOEfllfcfcOo £ <£>#M$Elfc t 3 ' * 
i|5&»e>3»i HENAHE** f Jjnx. <btL^5j- 'J rfjt * ix*?- K(ii) (2' -0,4' 

<9*§£\ (ii)tf>&a£E?dwrt>J?fc < 3 ' **(±itlS-*-*tt*i:ffi*t&#*t:4o-Ci5 
fc-T, (ii)tf>3* ^OC^+glSSI^MLTv^v^ IOfflffi««:MLtv^v>t'Jrf 
*^Wf^^^m^^^(iii)^|gftT^i-\ ^^KJSrt^fif 

3£E9!l^>*^^-C*S - £ ^MtS^^TMi^^o 
[H^O^*] 
[0014] 

[0 0 151 

1. ES^S^ 

^M#4Ucj3v^-cjIfS^-#Mt li> absae^ffit^^v^T, (a) Hffl0^36**'flfew 
MCf l^otv^^ (— (SNP) ) &0VXI± (b) l^fb^c+iS^ 

mSE#2 004-3086068 
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*^ffl#^i3V^T, — SS#It (iSNP(single nucleotide polymorphism) b & v>v^ j® 
[0 0 16] 

[0 0 171 

L, gE#*E?iJ*<3-H£&#ffl«tttf>* * ? Kfc-T*o 

[0 0 18] 

*E9!lfc-t*o 
[0 0 19] 

Sfcfc, ^S^ff A#2HO»^JC{4«rA**4v»EyiJ*:*!||E9iJi: U JfX^iE^* 
^HE?"J£-f &o 
[0 0 2 0] 

ifc, ^TOS^js^T, #g! b (2> WMfe^BWt-tS^iaSr^tfE 

^frEW^8E5^&& - b Z&MirZo 

^.S* * V** Yfrhm&Z^h * U rf^? lx^if- Ko: i: £^1% 
[0 0 2 1 ] 

^0Jlffl#^isv^T(iTf ? - >^ * P^-f- K£ A p , yT-yzfUjr^-yZG*. yf 

sot'j^^i/tf *^^^i/tvh% rr-y* ? KiiA 1 , 

-y%>7 KfiG 1 , yFvV^Wy K(4C 1 5.0^5 * KliT 1 t 

mte1-Zb&X~£2> 0 

[0 0 2 2 ] 
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NH 2 



o o 

J I 

HO-P=0 HO-P=0 

NH 2 9 

A, CH3 VV 



o 

ho-p=o 
i 

\ 

c p 



OH 
A 1 



NH 
^NH 2 



_P=0 HO-P=0 

0 \ 



NH 2 



] OH 



N^NH 2 



G 

O 



^ a 

OH 



NH 



N^O 



OH 

c- 

[0 0 2 3] 

^TO#*t-*iV>T, rENAJ? ^ KJ (&T\ TENAJ fc v» 5 o ) fi> *t«B<A2 

' e^n?-t4' ffi&asjH^fci^-u tfc* * is**- k-c** (#1^34209 

U^-^K-e**LNA (2' -0,4' -C-^ U > % * V K, #§3^10-304889) «t <9 6 % 9 

r^isi-fr h'J- P*- (Bioorg. Med. Chem. Lett. 12, 73-76, (2002)) 0 

[0 0 2 4 1 

*W«I»H*V»-C rENAi-7 hj <hiiA e2,) , G e2p , C e2p , 5C e2p 

, T e 2 p , ifcii, =r* * u^-f- ko3' *3»K#i-**&£\ ena£* ^ i^*v K 

Htf 9i^i±> c e2t ,5c e2t ,T e2t . *»e>a«?$*L*v»-r*L3&»wa6*ift 

l*U -€-Ofl|jtt±TE»C^-*-fciJ»)-C3b*o i/:LNAa-7 b LTC e 1 p <DffiM & 
[0 0 2 5] 
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Hfc2) 



NH 2 



o o o o 



o o 

0=P-OH 0=P-OH 



NH 2 NH 2 P 

H,C 



o o o o o o 

0=P-OH 0=P-OH 0=P-OH 

6 s \ 6 x 

C e2p 5c*2p T a2p 



NH 2 NH 2 



O 



H 3 C i H3C V^NH 



OH n O Ol-T 
5C« 



NH 2 



0=P-OH 

6 



c e1p 



[0 0 2 6] 

^7 5^^, N, N' -y^O v;l/^^U> y'7 5 ?nn^oH>i 7°n#>f 

■>*x^;-;v7 5>g 1 N-^>y;v-7x^f;i/7?>S, M-^vi/y^ TV 

h'j7^tn>^x**>8j|, x ^ > ^ ;P * / O J: ^ ® 7 Jl' * > ^ ^ * 

i&> WfWH&, *3A,r^ig, 7 7-)^ = ^*B*«r ?^>mm.. S^BKffl. 

mSE#2 004-3086068 
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[0 0 2 7] 

[0 0 2 81 

2. t&# 

^mnxma-^m * t£ta ? & nn. t & * t l t a , * # tr k» * js a d t 

[0 0 2 9] 

zt&x&, -?<y x<Dm.fcj~<D^m : £tkitii-&tztbizi±^ vny/ADNA^fflv^: 

N A & Hflt & - t § & o 

[0 0 3 0] 

[0 0 3 1 ] 

s) *tiax-X9>/**n*frm. mtz^tzik, 7iy-*/^on*uiffi^K 

ii:i^VADNA (RNA^fr) R N A (±> ^ICKCRN a s eici^) 

Ritiii^Tlio /:/:L, *5&fUi£*UZffi5fc$;ft.i*, t h *V A D N A £#tr f* 

t>*>;£ii£ (^flx.ii\ Sambrook, J. et al. (1989) : "Molecular Cloning: A Laboratory M 
anual (2nd Ed. )" Cold Spring Harbor Laboratory, NY#PS) CE«? tlX^h^m*?, 

[0 0 3 2] 
[0 0 3 3] 

3. wna^^i*? 

^nibtLTioi9, -tow^tc^aijWft-*-* fcoT**u;Tv»1* ttxi> <?-o <t fcitfg 

0 1A2, vh^DAP4502A6, vb^nAP4502C9> y^OAP450 
2C19, vh^nAP 4 5 0 2 D6, •> h^DAP 4 5 0 2 E 1 4 W£fl tLTV 1 S 0 
ifc, f*7' , jy^f^f7>'^7x7-fe\ N-7^rf;Vh7>^7x7--b', UDP 

-7;^7oyyJVh7>X7i7-^ *5 «fc t>\ ^V^ft>S-f7>^7x7-*' 

■^^^^IMHjtfST-i: LTWTCR a, T/uyW v-^jgCHitfSTi: LTOAPOE 

co h -j 77 ^TK^baEfR, >^m<Dmmmu^-ii lx <dt y * f- y ym 
Mm, <bffimm<Dj&®m&^t Lx^^mmmm^vimmm^mmmm^t lx<?>u 

■fl- y & t**mif & Z. t &X £ Z> o -tcom, human prothrombin^ *m?Z> Zti>X&2> 

O 

[0 0 3 4] 

tfz, v7^<7)7>yt!Kif >iaifil3 (Angiopoiet in-like protein 3) O/n 

ffiIiE#2 004-3086068 
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[0 0 3 5] 

isfe^f (D&mvuwitnmwM, wnm$$M. rnt-^-, ^ho^® 

[0 0 3 6] 
[0 0 3 7 ] 

t«^„2' -0,4' -C-ifl/>J! ? KKov»T(4#fr&342O984-^<7>IU&0!l4( 
5' -0-y> f4vh'Jf;V-2' -0,4' -C-x.^ U >-6-N-^< > V-f ;v T fV v >-3' -0-(2- 
■>77if)l/ N,N-y-fV^n^))i5^*D75^ HJfe^27 (5' -0-v* h^rV 
MJf-;W2' -0,4' -C.xfl/^-2-N->f V/f'J )V7TS v>-3' -0-(2-->7yxf^ N 
,N->^yynfjW*X*n7^^ hh HJiW (5' -0-v> F^y h 'Jf -0,4 
' -C-xf U y-4-N-^ > />f y f y >-3' -0-(2-v 7/xf ji/ N,N-yM V^ob'jv)* 
^*n7?N h) „ miMM22 (5' -0-v* ^vf'JW -0,4' -C-xfl/>^-N- 
^< > W ;U-5- ^fJk>f v > -3' -0- (2- ->7;xf^ N, N- V y/n^)W*o7 
h) , ^li&#!)9 (5' -0-v> h+yb'Jf;V-2' -0,4' ^-xf ^<>g 
v>-3' -0-(2-->7y xf;i/ N.N-vV V^d ^)*^*o7 5 M iffl^iii: 

[0 0 3 8] 

( i ) mm^mtkitim * >; =f * * i/ * k 

*«W"Cfflv»4iH£T-#ffl«ffifflw*'; =f*? l^**- L-Cli, i^Tco (a) 
X(± (b) trt ? -eil£o 
[0 0 3 9] 

(a) afeig&yiJKfflWWfc* * u^-f- KE?!I 'J =f* ? K : 
J£JLTO(i)^(iii)^«*^r-t* ; 

(0*1) ^ ? U*?- K<7)3 * *3S*»^3#1 (3' Mm<D% 9 K£ 1 #B LT 3 

#B) ? I'sj-f- Kj&*2* _o,4' -C-x.-^ \sy%9V-%1-Y (ENA) JL- -j h #*fb & *) , 

(ii) 3' SfcfcffiffiKttilitlE^fciM * U^-f- K ? l^f- h\ t<7)m<DU 

(iii) *U ? Y-fv 4-?-<n% 9 U^-f- KO^$ (iPCRUJ; otRBltilif S 
SPI*) fij3V>T#^$lJ&g{i&v^\ $f i L < f± l 5 ~ 4 0 % ? V*^- h\ iOlflKli 
18-35*? P*?- h\ HKfcPt L < 14 18-25*? Kj^fc*** 1 'J ? 

[0 0 4 0] 

(b) aEJMEEJKfflttW&J* ? KK?"J^<b&&*'J ? K 
(OtV^^l/tf *^f>3#i (3' *JSO^^l/tf K*lf §tLT3 
#S) ? U*?- Kt&*2' -0,4' -C-^f-wy* ? i/^-f- K (ENA) v h h & *) , 

(ii) 3' ^ffiffitC^ite^SE*^^^^-?- KtCfflWWft^^Vf- h\ ^<7>ltil<7>£& 

(iii) *<J ^% ? Ix^-f- KO* ? Ix^-f- KOg^tiPCRtw i oT^KSrJf £P&>9 
v»r#C«|RJ44v>3&*, $f^L<{il5~40*? \sir"f- h\ =t«9^T^b<iil 8 — 3 5 

[0 0 4 1 ] 

±IE (a) Rlf (b) 4>0(i)Hi5V^T, ^ V ? P*f- K<0 3 ' *5!^3#B?>* 
?1^*^K^2' -0,4' -C-3-*]sy*?V*3-Y (ENA) 3#@0 
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* * KS:5c*SfflOJ« ?Ut* K-Clifc <> ENA^^I/tf TOSI t =Sr1"S d 
t SrJfeClc-tSo A p *>ftfrij i:A e 2 p , G p oft*?*) i:G e 2 p , C p <7>ftfc> 
r> C5C e 2 p ££(4C e 2 p , T p <Ditfr*)^T e 2 p S:ffli/'4iiS:*i*t4o 

[0 0 4 2 ] 

4i5, *5^U*f KS:PCRffl7*7-K - '/^'fv- (Forward primer) tU^CI 
[0 0 4 3 ] 

(2) *tHfco-Cffli/><bix&3j- * Is** K 

(a) PCRfflt'J^^i/^f K 

P C R(ij3V^T±f£ (1) ^|B«0*'J n**? u*-^ Kt*t^4o-Cfflv»e>*L**'; n* 

V^T, ±|E (1) ^SfSir^M^ttlfflO^'J ^?T^ K^Ciot PC R(C 4 ot 

W*^»fe?-+OBft«)iEya*ii«-r#*|Rt) JZ*v»r«F^ftUIR$ii4v>35*, JL#:|ft(C(4 
ffiWftlHibfeiEyil + oflkt 5 ' »ffl<£>1£®4 0 6 $ h \z 5 ' imnffi&ttfrt *u 
W<F>&WiLfz 1 5-4 0*? U^f- h\ UZ L< (4 1 8 3 5*? U*?- h\ MK*? 
i L < (4 1 8 7?/M2 5 % 9 V** KOffiifttf)*B#E>W<b &o tztzL. mitt&Mtkm 

[0 0 4 4] 

£43. ^,1ffl#C4iv>T{±, ^C^^t'J K^'JA-^^7^v- (Reve 

rseprimer) tDf^dii^^^o 
[0 0 4 5] 

(b) T a q M a 

TaqMan P C R Tfli &itfci : -^SM&ffiffl * V =f* * ^ * f- K (TaqMan^ 
n-r) (45' *^S(4F AM^V I C£ f<0^l^^-^-fe*(;4 oT^a$tLT43 19 
, |W|B#^3' 3i<ffilt?^>3-*-X*MmZtir& Y) (yx^f • 7tUvX(Genet. 
Anal.), 14, pl43-149 (1999), ~J \ ■ *y • ? 'j — # ;u • T-f ? us<j * n v - ( 
J. Clin. Microbiol.), 34, p2933-2936 (1996)] „ 
[0 0 4 6] 

±15 (1) i:E«W* 'J ^ W4f K87 ^ Ptf Ki:*tC4otffl^?><i4T a q 
Ma n 7 p n-^ogE^iJ{4, mtt&mOkiiiir t %2>mitt<DZ ? V** KEfllfc 
43v^T, ±|B (l) (Vikitt&W.ikltiHiV)* 'J =f* * KtWCftot P C R |:i o 

ttffitt«t::*fcaE?!l 5 ' *5rotilJOfifi4 <9 $ <b U 5 ' 5fci»ffl 

E^J^Oil^L*: 1 5-40?? K, ftf £ L < (4 1 8M3 5 * * U**- K, Mtz 

ffiKlll 8 7!?M2 5?? l^^-f- KOttl©«*E?!l^e)44o fc£U Afc¥£>Mtit 
\&m<D* } ) ^% 9 V** KkTaqMan T'n - ^HSvnz+iM^^E^J^^-r & £ , 

JkXfT a qMa n ~fu - y<nmfZft n Z\ki)m% Lv^ c 
[0 0 4 7] 

5. S{S^MOf£tB^y£ 
A. P CRI,z£2>&ittg>m<Dtkm 
( 1 ) P C R 

±IB r 4 . J <D&B^mtLtzfcte¥&M&&m<n*V 9 Is** VRV&LX 9 Is* 

* h'tmzZvXm^hfiZ*') =f**U** Ki: fcfflv>fcp C d <h (c 4 ^ 
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Ksayj e> =*- u * u^-f- Kxans* war* v tn\z.-%^xm^htiz>-z v 

?U**Vb<DjB.fr&b-*t, (iii) (i) £ (ii)<7)a<^^t>-*<7)v»-rtL^<7)^^^-^-Ctf 
[0 0 4 8] 

P C R OR(S*fH4Bra*> SBKK^J SrlffrC i * K «5 Kfc v>T#Kf&iJPl £ *i-f\ 

^a-ffi-ft o *f*-c p c r -5 - 1 § & a*, #d ^ (i\ aroi^arff^i a*-c 

[0 0 4 9] 

(a) ^^&i£f» 

-tf is 4 £>*$1$k¥@£*( reverse transcriptase) ^ ^iiHil^ LTfflv^ £ 1 7!> ? -e £ £ c - 
:t\ DNA*°'J > 9--t? t LT!4, Thermus aquat icusS^coTaq DNA*°'J^7- 

-b\ Thermus thermophi lusfiifc^Tth DNA*° 0 * 9 - -fe\ PyrococcusS^CKOD, Pfu&& 
w !4PwoDNA*° 0 * ? - -tr\ & £ vMiiHriE<0»aM±# V > v - -t£Oi££^7&*3> & ^\ £ *i e, 
i:©*P5^?ttS fcWtliiK &j3Tth DNA*°'J > 7 --tf(4RTv§1£& LT R 
T-PCR£0ne tube-One stepT^f i S fc, 1 «£oBftS-ej»7 d t^itt*^!|f?rtLT 
v»4 0 itt<E¥»*tt, RNA«rcDNA^iS!ilE3fm***3lfSr*i5|c-t*o LTI±, R 

ous associated virus(RAV) Avian myeloblastosis virus(AMV)lf<7> 1- 'J CO V h n f? <i )V 
><.fi5fc<7>$L$E^^^> Moloney murine leukemia virus(MMLV)^0 7,<D V h n *j 4 )V 
^fi^Oisfr$E¥^*^^VM±HUlS<7)Tth DNA*°'J * 7 -mgff ZtlblZCD&mTE. 

[0 0 5 0] 

( b ) PCRRE 
PCRRl£li«x.lf, jy.T<7>£:43 v 

[0 0 5 1 ] 
Rj£i££UtO#!) : 

J*ffcv^*y*A 27^M2. 5mM (ffiL<l±2. 5 mM) ; 
lXPCRiid (1 OmM h U^-^K (2 5*Clwi5tt* p H 8. 3 7!;M 9 . 0 ( 
*f £ L < 14 8 . 3) ) > 50 mM mt* 0 tr A ; 

dNTPs 0. 2 7?;M0. 2 5 mM (Sf i L < (± 0 . 2 5 mM) ; 

■=f%9V0r*Y 0. 27!;SO. 5 ^ M (ffi L < f4 0 . 2 ^ M) ; 
Taq^'J^-^f 1M2. 5 (£? £ L < (4 2 . 5 Mtffi ) 

m.wfc*mz.r-£mz 8 o M ^Ie^ris^^tl^mj^^ 

SHinx.T^t> P CRS-SJSti. 
[0 0 5 2] 

RtSa**^ : if 94tt2 5frKiJn& L 9 0 7i>M 9 5 °C (fif i L < (4 9 4 TC 

) t3 0m 4 0 7!;M6 5°C (SftL<l4, 7*9 ^ -r- fcJNB $ *i£fi¥8lfii£ 
(Tm) frh*tL* *) 2 OKtevnaSt •CO|gHP 1 3-e3 0fJ>W, 7 0 7iM 7 5 °C (ffiL 
<(4 7 2°C) "CI. 5^f B 10SSt-f^;^ 2 8 7^5 O^-f^^ (SfiL<li3 0t>f 
H"JdgLT;fr<b, 4 "C^ip-T&o 
[0 0 5 3] 

(2) itfc^^MO^ttS 

PCR»m Rtf>*«r«$C*«lL, IME^-I K**i«Mi3*i'0>Sj&»5 
[0 0 5 4] 

(a) mmmMzi®%i&)tj:z 7 u** h'ttmfrb%z*v * i^^^ K*fflv>^»^ 
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[0 0 5 5] 
[0 0 5 6J 

[0 0 5 7] 
[0 0 5 8] 

(c) *i£E?!l£ffl*&«ja:* * l^*^ KE^k***'; * K&t/^E^J 
Wi:4oTfflv»5)*LS *V * K J: 4 PCRCiotl^if 

[0 0 5 9] 

^ Ktfchc&oTfflv^ti* * 'J ^ * * V * *f- Kfc«)jft*^*>-e:tz J: £ PCRCiotl 
Wt-tSEyiJ^W^B-CSi*, SEJ*Ey!Ucffi*iWfc** W-** KEWb&**'; ^ 

-£<<z£&P CRCiotiWtt^ EyiJOJUW^SttBT § (i , 3tfc=¥-&M * mir 

[0 0 6 0] 

[0 0 6 l ] 
[0 0 6 2] 

B. TaqMan P C R \z X «5> iS^^jaolftffi 

±l£, TA. J O^gBUfev^Titte^M^ffiffl^ U * U**- Kt±E r 4 . J 
liCEI^Ta qMa n^n-^iffiK ABIttABI PRISMA =S:fflv^ f«^n 
-iH:ftotT a qma n PCR^^f 9 - t Ci o "Cjt^^ffl Sr^ffi-T £ - t ^ § 

[0 0 6 3] 

(a) *mE9"J^ffl*tfi«ji^ 7 V*?- \?mU*h%2>*i) rfj? ^ p^-^ KSrffiv^c*^ 
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**E?!lK*Mifi<lfc** 1^^^ KEyiJ^^ftS^-'J * KfcT a qMa n^n 

-ytWl^WCi-ST a qMa n P C R K «£ o T^^SOifJptC J: o X g 6*J 

m-fyJ v-<03 ' *3iO*'J n'p? ? p^-f- Kfcffi*tfi«l&* * l^*f- K £ *J »f 1" & £ «t 

[0 0 6 4] 

[0 0 6 5] 

(b) ^mm^zmmmzz ? KEWb***'; * i^f- K£ffl^fcJ#^ 

3E*E?!I KfflMtt a * * u * KEyfl*» ib^it'J^^l'tf KtTaqMan/n 
-rt J;aPCRi:iot 3bfc5&<Koititni K«fco-cg8jfc-r& E$l0JgtB 

[0 0 6 6 ] 

[0 0 6 7] 

**E^H:ffi«W4J« * l^*f- KEyiJ^^ft**'; * I'**- FtTa qMa n/n 
- r i: «£ * P C R «£ o T 3bfc3&Stf>Jf Jjd Ciot§(i<)i:t4 E?iJ<7)±iipi 

5&*56S"C # , ^ME^iJ HfflWW a * * V * + YWmtl* ^4*'J^^I/*f KtTaq 
Man^n-7't <7)M^ CiiPCRCiotBWiti E^ifiPs^lglS-C § fc 
(4 , itfzH^M $ ^ v> fc ipJ5£-r * i <h § & o 
[0 0 6 8] 

wmmA^w^mta%^ h'mmfrh&z**) * k^t a qMa 

n •7u-7t<Dm.fr&t>-£l l Z£Z P C R \Z X o T § ft t Efll^WjFflHBT § ^ 
£E#J KffiMWS: * * P KEyj* f)44*'Jtfj(^tf KiTaqMan^n-?' 

ts-e i= n i± , itfsT#-M zrnzz^t mfc-t- &Z\t &X § £ o 

[0 0 6 9] 

C. MALDI-T0F/MSfti:i4 Sis? 

MALDI-TOF/MSfti:J:^#lWtajft ( rs N PiUS^MOSftlfcJ (4"tt 
%ff«) , tfLUSJE, IS, (2000), p. 10 6-117) tClB®C0^v£^--fRE^^1-^ 

[0 0 7 0] 

gmmZZ^tf P C Rltl^yy ADNA «t l?Ji*g^*o -5- OKI, #MfiRffi^ffl*fcP 
[0 0 7 1 ] 

^CPCRR^CMLTv^ dNTP^7^-i: Ltfflv^:^ 1 ) ^ + 

k*^*l, «^p c Rmmt-tZo 

[0 0 7 2] 

iSPCRift^iii lt, ±ie r 4 . j co r ( i ) itfe^-^s^mffi^ 1 ; u 

tf-KJ tc|a*<7)^-ij =?'5? ^ K*»jmc*j-LT 1 O^J^±<75MfiJMJPx.> 9 07^ 
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3 7*CW2SJ£H!-e2 5 EI it^^#5R«Wb =fxS 0 

[ 0 0 7 3] 

fttMALDI^U-H^'K^U MALD I -TOF/MSCiotgf 
[0 0 7 4 ] 

[0 0 7 5] 

[0 0 7 6] 

[0 0 7 7] 

ifc, *T<yytt (Qiagen) WLightCycler system -t*x&fflv>-CPCRM!fe*tfcfcH-fS 
+ yf (Quantitect SYBR Green PCR Kit) ^KJ&ffl-f * £ t J: o T^^-fSPCR^t/O 

[0 0 7 8] 

6. mm^m^^m^mm 

*&wv>Jj& iz x z> t mm t * * (D&mtf^-r n s * * 

^fflSt^it^"e^o JLflqftKli&TO (a) 7!jM (c) *>v»1* «t o T 

[0 0 7 9] 

(a) &m&mfcmmm%? ? v** Yw.mfrh%z>*v vzm^tzm^ 

[0 0 8 0] 

(b) ^^se^jt-ffiii^^^ vmmfrb -=i%^v^^ v^m^tzm^ 

[0 0 8 1 ] 
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[0 0 8 2 ] 

7. itfcT-^Stttbffl* y h 
: 

(a) t'J^^l/tf K©3' *JS^<b3#g<7)^ ^ l^if- Kt} ? 2' -0,4' -C-^-J-Uy 

, ^ (DftLcnumzm^mtttD % 7v*^- vm^^m^*? 7 is**- k «; 

? K ; 

(b) (a) KfBftf)* 'J =fja ? KfcttfcfcoTBWE^jaRfl-fcJIMBM** -fy 4 
v- ; 

( c ) DNA*°'J^7--fe"; 
(d) PCR» 
[0 0 8 3] 

^71-2 : 

(a) t'J^^Utf h*«3' *3g*>t>3#iO^ * Kt&*2* -0,4' -C-^?-U> 
■=r% 7 v ir -f- K ; 

(b) (a) i3|5f£cD :t U rf ^ ^ U^r^f- Kt^C^otg WSc^iJnG^Sriftilil ~7°7 4 

■v- ; 

( c ) DNA*'J^7-4f ; 
(d) PCRMMo 
[0 0 8 4] 

^o^7hci±, if^t; ctoTiim^^s&fflo^fi^, dNTP, 

[HM09] 
[0 0 8 5] 

#^7j^&v>|5g r> , U ^ 2. y — 7 & — ~ y 7' (Molecular Cloning) J [Sambrook, 
J.,Fritsch, E. F. is X. £/Maniat is, T. Cold Spring Harbor Laboratory Press <£ *9 1 

[0 0 8 6] 

(«H?fl 1 ) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -5C e 2 p -T p -C <D^$L 

m&&W)&J&W (;*-*>x.)V?-1±m ABI model 394 DNA/RNA synthesizer) ZM^ 
, 40 nmol<7)7°n ^7 Atft o/j 0 ^ W * >U & 1 1 & ?§iSE, f£^. *X*u?5^ 

^ h^?#S(i^^^'J =rj? ^ i^^-f- FW^tl^i:^^^^ CPG(i> m.l/umo 
im^tzo MSO*^*n7 5^ fiLTIi, #1^^3420984-^0^^022 (5' -0- 
KvMJfW -0,4' -C-xf i/>-4-N-^> , /'f;i/-5-^fil/yfy>-3' -0-(2 
-y7;xf^ N,N-yWV7'nt , M*^*o7^>fF) , <Dfo&®*m^tz 0 IftE 

'J n** 7 KS»#«:ft7 >*-7*T»It4 i i: i: J: o 

-C*'J r^-fc^ftHt^fciB DUJtttti:, U >H ; f±0§Iiy7/xf;viJ:ii 
igii^Si^lifLto *«E*«EET9*U ^o/;MMHPLC (JUttRft 
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jUfSJJLC-lOVP, (Merck, Chromol ith Performance RP-18e (4. 6X 100mm) ) , A&fo 

; 5%7-fe h - h 'J ;K 0. lMSfc^ h 'J -X.-^l'T 5 (TEAA), pH 7.0, Bi#i& : 7-fe h 

- h U >K B% : 10X— 50%(10min, linear gradient) ; 60°C ; 2 ml/min ; 254 nm) l-Tft 

ru f + -> h v T)i<mzG-r&Bto®w- * imfttzo &*m*-. m&r^^ 

t&^t-C, TEAA*Bfev»7to 80%S£Bfc7Ki§ifc (200 /i 1) SrflOx., 20^Scei"S d "C, v 

LC-10VP, (Merck, Chromol ith Performance RP-18e (4. 6X 100mm)) , Av#i# : 5% 

7-fe h ^ h V ;K 0. 1M TEAA, pH 7. 0, Bv#$C : 25%7-fe h-h'J ^, 0. 1M TEAA, B% : 0%^ 
40%(10min, linear gradient) l 60V ] 2 ml/min; 254 nm) bZXftflL. gfi<J%Ot?-? 

'SET-M^^, *lmlfc»j&»U (9.4 A 26 o units) 0 *lt&%0 
ti, H>f *>ESIR***fHJ: ijra^Lfc (ft#ffi : 6214. IK 3fl£fl[ I 6214. 62) 0 
[ 0 0 8 7] 

^Ib-n^^il^iE^Jfi, human prothrombin gene (GenBank accession No. Ml 7262 ) <DZ 
<7V*T 26784-26803 »Cffl*«j4E^Jt?ab&o 

[ 0 0 8 8] 

(**fcfll 2 ) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -5C e 2 p -T p -T <D&}& 

mmm2<nit&m&* %mm \ tmmz&mLtz (21 a 2 6 0 units) „ *it&wt, 

jj->ESUt*a-*ft-J: •? mfcLtz (WJMt : 6229. 12, fflH^tt : 6229. 21) 0 
[0 0 8 9] 

lf-ik y k ! ®)<Dl&.&WLMl$. human prothrombin gene (GenBank accession No.M17262 ) <D 
26784-26803-C* otT, J? * K#-f- 26784*»G*»?>AtC|E* L & 

[0 0 9 0 ] 

(HJfctt 3 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A p -5C 

tkwstzott&itoxt. mmmi tmm^mLtz (8.9 a 260 units) 0 *fl:#»j±, n 

<< *yESmmfr%rtZ£ V) W\7Z.Ltz (ft^ : 8530.67, rfj^tt : 8530. 75) 0 
[0 0 9 1 ] 

*4k&V0V>iZ&WSMlt. GenBank accession No.AL935325 iB«<*>* 9 K#-i§- 605 

29-60556cO@S^ijT^oT, Z ? V * K 6055600^7^ 4 o T V>£ BE^UTife * 0 
[0 0 9 2 ] 

(mmm 4 ) 

H0-A p T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -V -A p -T p -A p -C p -A p -C p -A p -C p -A p -5C 
e2 P-A p -C t «0^<7)^ 

mmmA<Dik^m^* %mm\ tmm^mLtz (10.1 a 26 o units) 0 *ik&®it. % 

4 sJ-^ESlMfHfrfcJ: V) IWI^L^ (fm ft I 8515. 66, : 8515. 56) 0 

[0 0 9 3 ] 

*ik&®<r>&&£&\\*. GenBank accession No.AL935325 tZW.CO Z K#-£ 605 

29-60556<7)iE?iJ-e*^o 
[0 0 9 4 ] 
(###|J l ) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C p -T p -C l 
###0 1 <Oik&® it , v 7-? v xyy^y>/OJ:t) Jff A L tzo 
[0 0 9 5 ] 

^-fk^%«0^^@e^!j(i, human prothrombin gene (GenBank accession No.M17262 ) CO 
Y%^r 26784-268O3tCffl«fl94E90T?* "9 , Sc£imo@c?iJ#-^ 1 K^SftTV* 

& o 
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[0 0 9 6 ] 

2 ) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C p -T p -V 
##15iJ2 0fb^{±, y/vv'xyy^vt/r/J: *)mXLtz 0 
[0 0 9 7 ] 

^Mt-a^J^il^Sc^iJIi, human prothrombin gene (GenBank accession No.M17262 ) co 
J* V Vic* K#-f- 26784-26803T"&oT, J* * K#-^- 26784^G^ h AlZ^m L tz & 

[0 0 9 8] 

3 ) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C p -T p -C e 2 c co 
##®I3 <D-fk^» ti, ^M0H i:PW3£-j& Lfc (0.3 Aaeo units) 0 ffiL, 
*^*D75N htLTIi, #If^3420984^-co^M^!l 5 (5' ^vF'Jf;V- 
2' -0,4' -C-^^lx>-4-N-^>VM ;Pyfy>-3' -0-(2-v7yxf^ N,N-yWV7°n 
^)W*D75^ h) ^Mfc^tJ^fflv^ HffliUfcli, universal-Q 500 CPG(Glen Re 
searchSS) i&O. 1/inol fcfflufco M^tJii, ft >f * >ESHR*5fr*ffc J: l) |WJ^ Lfc (ft 
nm. : 6200.08, ifl!5eil : 6200.25) o 
[0 0 9 9 ] 

^k-D^cO^SSB^'Jfi, human prothrombin gene (GenBank accession No. Ml 7262 ) co 
% Z V** K#-§- 26784-26803^ffl*tW&E^J-C*4 o 
[0 10 0] 
(##09 4 ) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C p -T p -T e 2 1 CO 

#fW4iDft^ii, mmmi tmmz&j&Lt: (0.94 a 26 o units) 0 eu 

«*X*U75N htLTIi, #1^^3420984-^- <£> 09 (5' -0-v^ ^yf'Jfil' 
-2' -0,4' -C-xfVWf;^'Jy>-3' -0-(2-y7 7xf^ N, N- v -< V/n fc? ) 
*X*nj; *M h) , Olt^^£fflv>, universal-Q 500 CPG(Glen Resea 

rchM) mo.lfimolim^tzo *1t&»Sli. ft 4 * fESI Jt*5fr*rfc «t >9 |W|5e Lfc (ff-JHi 
16215.09, ifj^l : 6215.06) 0 
[0101] 

^'fb'a^coiS^SB^iJfi, human prothrombin gene (GenBank accession No.M17262 ) co 
2? Vic* K#-S§- 26784-26803-C^o-C, 5? * K#-f- 26784 ri*G hkiz^m L & 

[0102] 

(##09 5 ) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C p -T e 2 p -C l CO 

m^M5coit&<voi*. mmmi tmm^m.Ltz (2.28 a 260 units) 0 hl, wjl&mco 

*^*n75 ^-f h <h LTIi, #l i r^3420984^-co^^!)9 (5' -0-y> h+y h 'J-?-;l/-2 
' -0,4' -C-ifuy-S-^fJ^'Jy^-S' -0-(2-->7/xf^ N,N-vM V7°n t";v)* 

L/c (ft^ffi : 6200. 08, jMJgtt : 6200.26) „ 
[0103] 

^■it^^OCO^MUf^U, human prothrombin gene (GenBank accession No.M17262 ) CO 
Z ? Vic* K#-^ 26784-26803K*Sffia*J&@iI?iJ-e&&o 
[0 10 4] 
(##096) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C p -T e 2 p -T l CO 

ttmmt&mu.. mmmi tmmz&j&Ltz (2.28 a 26 o units) 0 tu immwco 

*^*n75 ^ h t LTIi, #fT^3420984-S§-<7)^ife$l9 (5' -0-v> h*v h V*)V-2 
' -0,4' -C-xf u>-5-^f;i/7ijy>-3' -0-(2- vT y xfji/ N.N-v-f V fc?;v) * 
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L/c (ftJM : 6215.09, ifJ^ffi : 6215.26) 0 
[0 10 51 

~%-1fc ^^^^ifeSS^'Jii, human prothrombin gene (GenBank accession No.M17262 ) <D 
2 ^ U*?- K#-t 26784-26803-e^oT, * * l/sj-f- K#-5§- 26784 t5 ? G^ <b AC ^ L tz 4 

[0 10 6] 

(##W) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G e 2 p -C p -T p -C l <D ^JjSc 
##M7<7Mfc^(i, tlalfilH^L^ (4.32 A 26 o units) 0 fiU s^t^M 

©*^*n75^ biLTIi, #It^3420984-^c7)^M^!l27 (5' -0-v> Kvh'Jf 
;l/-2' -0,4' -C-xf 1/ >-2-N-^ V 7f 'J ^ ^'7 / y >-3' -0-(2- <> 7 y xf^ N,N-v 

Mia *9 EIJgLfc (ftlffi : 6200.08, |£| : 6199.95) 0 
[0 10 7] 

^'fk^-^cO^^SE^iJti, human prothrombin gene (GenBank accession No.M17262 ) <D 
% t K#-^ 26784-26803Cffl«W*EyijT?*4o 

[0 10 8] 
(##1508) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G e 2 p -C p -T p -T c <D 

##i«8<oMii, mmmi tmm^&&Ltz (s.o a 260 units) 0 tu #xbm<d 

*^*n7^*-f hiLTIi, #It^3420984-t<7)H^J27 (5' h^v-h'Jf^- 
2' -0,4' -C-xf 1/ >-2-N-^ 7 7f 'J JV i^7 / v ^-3' -0-(2-y7 7xf ;v N.N-v^V 
7d^)«*d75^ M, <7)it&M*m^tz 0 *-ft^»li, H-f *>ESI»a#tff 
C <£ U ffl^Lfc (ftlTlfi I 6215.09, iHSett : 6215.06) 0 
[0 10 9] 

^Mt^-^O&^BE^Jti, human prothrombin gene (GenBank accession No.M17262 ) <75 
5? * V*?- K#-^ 26784-26803"?* o"*\ ^ * K#-!§- 26784tf ? G^ <b AfcSg* L & 

[0 1 10] 

(##$)9) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C e 1 p -T p -C 1 <D&tfL 

^ffl9<Dit&%di±, mmmi tmm^^Lt: (13.28 a 260 units) 0 hl, itji&m 

(D*X*UT < htLtli, ^^Tetrahedron (1998) 54, 3607-3630. ffifcW -0- 
'Jjt h * v h 'J f-;U-2' -0,4' -C-^ f 1/ > -4-N-^ > iV y f y >-3' -0-(2-y7/x 
f-;l/ N,N-y-fy7Dh»*x*n7^^ K (DjfrkW) (C elp ) £fflv^ G ^<b^^Jti 
, i^t-/ESmiMCJ: (tm« : 6186.05, ffljgffi : 6186.45) n 

[0111] 

^t£-#7<7):t£^@£?ij{i, human prothrombin gene (GenBank accession No.M17262 ) <7> 
% >7 h'tt 26784-26803 KfflffiWfc BE?!) 

[0 112] 
(##W10) 

H0-C p -A p -C p -T p -G p -G p -G p -A p -G p -C p -A p -T p -T p -G p -A p -G p -G p -C e 1 p -T p -T c <D&J& 

##«ioo^»«i, nmmi tmm^&j&Ltz (8.0 a 260 units) 0 nu irii© 

*^*075N htLTii, ^Tetrahedron (1998) 54, 3607-3630. iet©5' -0-v 
> h + yh'Jf^-2' -0,4' -C-^ *V >-4-N-"0 ^yfyV-3' -0-(2-->7/xf 
;i/ N,N-y^v7nt'jV)^^*u75^ K <nik&® (C elp ) Srfflv^c 0 
t^ftyESISiMia OrajeLfc (tHHI : 6201.07, 8856* : 6201. 14) 0 
[0 1 13] 

-^it / t^}<D^ L mW.Wi, human prothrombi n gene (GenBank accession No.M17262 ) <D 
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% 5 K#-f- 26784-26803-C-^o-C, K#-f 26784 /6 S G^ <b AiZ L & 

[0 1 14] 

1 1 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A p -C p 
-A p -T l C0^^ 

1 1 <7)it^ (i, > V xyyXy'vOn 1A L tz 0 
[0 115] 

-&ik£r%!J<Dm.mZ&\lZ, GenBank accession No.AL935325 lEfcO* 605 
29-60556<7)i£?iJ-C&oT > j*^l^^K#-^ 60556OCt5 ? T & o X B^'J"?* ■? > BB^U 

[0116] 

1 2 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A p -C p 
-A p 

1 2 (Dit^m ii , v yxy-^yvOit) If A L fc« 
[0 117] 

^t^O^Se^iJii, GenBank accession No.AL935325 ifl<ft<75* W*^- 605 
29-60556WKFIJ-C* 0 , K^J^^@£^J## 4 K^£*LTV>& 0 
[0 118] 
(##00 1 3 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A p -C p 
-A p -T e2t <^J& 

##^i 3<Dit&vmt. %mmi tmmz&j&Ltz a.s a 26 o units) 0 hl, itt&m 

©*^*n7<N hfcLtii, #ttff§3420984-5§-CD3y&#J9 (5' h^y F'Jf^ 

-2' -0,4' -C-xf y>-5-yf;^'Jy>-3' -0-(2- v T S if- A/ N, N- v V tT;w) 
*X*n75^^ h) IMJI-&I2, universal-Q 500 CPG(Glen Researc 

h$£) ttO.l^molfcfliufco *ft^»»i, ft-f *>ESlK*«-#ff;J: "jra^Lfc (tUMt : 
8516.64, ilj^ffi : 8515.88) 0 
[0 119] 

*-ft^O^Se^lti, GenBank accession No.AL935325 |S«^^ ? V*f- 605 
29-60556O@e?iJ-e*oT, % 5 U*^ K#-f- 60556OCrt*TK £ o T RydT* &<> 
[0 12 0] 
(##01 1 4 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A p -C p 
-A p -5C e2t <7^j£##0« 1 4 (Dit^mit. mMMl tmm~&J£Ltz (7.4 A 26 ounits) o 
{iL, mWS.mt, universal-Q 500 CPG(Glen Research^) £j0. 1/* mol *M ^tz 0 Jfit 
&®\*. ft>f *^ESlK*«-*f^J: «3 ra^Lfc (ftffffi : 8516. 66, iW5e1» : 8516.00) » 
[0121] 

^-fk^t/OJtg^@e^J(±, GenBank accession No.AL935325 IStfcO^ 605 
29-60556tf>@£?ijT-£>&o 
[0 12 2] 
(##« 1 5 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A p -C p 
-A e2p -T l <7)^ 

##001 5Wffc-&»ti, Hifc0Ol fcRfllfc^JSLfc (8.4 A 2 6o units) » fit, *3££*M 
©*^*D75/>f htLTIi, #It^3420984-^<^^IM^Jl4(5' -0-v^ h**>b'Jf^ 
-2' -0,4' -C-xf k>-6-N-Ay^^7rVy>-3' -0-(2-y7 7xf^ NJ-y^V 

<£ 0 HSgLrt: (stUH : 8516.64, iJBJcffi : 8516.32) 0 
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[0123] 

■&ik^Vd<nm.&$mit, GenBank accession No.AL935325 IE^O^^ V**f- K#-^ 605 
29-60556<^ffi9!J-C*oT, * ^ K#-f- 60556OC^lX& o Tv^@c^iJ-C&&o 

[0124] 
1 6 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A p -C p 
-A e2p -C l O^ 

##m 6^»ii, nmmi tmm^jkLtz (7.9 a 260 units) „ fat, ^x^s 

(0*^*n7? *W hi: LT(i, #It^342O984^<^^M150l4(5' -0-v^ h-+v h 'Jf;v 
-2' -0,4' -C-x^P>-6-N-^>vM JV7f; v >-3' -0- (2- >7/if ^ N.N-v^V 
7°n £°;u)***n7 5 ^-f Y)(Dit^^m^tz 0 ^Mt^t/ii, t^t>ESlKiMi: 
i^lWl^Lfc ( ft jMt I 8501.63, rlJTEfit : 8500. 70) 0 
[0 12 5] 

Wt&VW&L&Wffillt. GenBank accession No.AL935325 IS*c<0* K#-S§- 605 

29-60556 OEyijT* &o 
[0 12 6] 
1 7 ) 

H0-A p -T p -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A e 2 p - 

7©ft^*li, mfeflll fclTO££-j£Lfc (9.7 A 260 units) 0 {I U 
«*^*n7< h t LTIi, #It^3420984-^(7)^M^Ol4(5' -0-v> Fty^'J 
-2' -0,4' -C-xf l/>-6-N-^>7ViV7fVy>-3' -0- (2- v7/xf* N,N-v>f V 

«t>9Rl5cL^ (ftJNt : 8516.64, iffl^flt : 8517. 14) 0 
[0 12 7] 

2Mfc£-%£>ffl£BEy>Jli, GenBank accession No.AL935325 ffilRW* ? V*^f- 605 
29-60556Oie?UT'aboT, * * K#-S§- 60556COCt5 s TH o T V>£ IS?!jT-& Z> 0 

[0 12 8] 
1 8 ) 

H0-A p -1* -C p -T p -G p -T p -C p -T p -A p -C p -A p -T p -A p -T p -A p -T p -A p -T p -A p -C p -A p -C p -A p -C p -A e 2 p - 
C p -A p -C l <75^fi£ 

##^oi 8<D4t&ton. mmmi tmmz&j&Lt: (7.2 a 260 units) <, tiu &nmm 

cd***ut5 74 h b Ltli, #ff^3420984-f OHi£$ll4(5' -0-v^ b 4r v h 'Jf-Jl" 
-2' -0,4' -C-^f-W>-6-N-^>V-f frTTJ v>-3' -0-(2- v T J if^ NJ-y^V 

4 0 PJSgLrt: (ft-JWi : 8501.63, WEML '. 8501.65) 0 
[0 12 9] 

*1t&Vd<Df&.mmi3.. GenBank accession No.AL935325 lEUc^** U*-f- 605 
29-60556cO@£?iJ-^&£o 
[0 13 0] 

(UMM 1 ) Human prothrombin gene£>SNPtf>#fcfcB 

human prothrombin gene (coagulation factor II), GenBank accession No. M17262) COS 
NP (F2 20210G-A) <F>%i\h<ntzib\Z^ Reverse primer, Human DNA(±, Prol igott^TrueSNP 
Demo Kit£|Wj7*n h n - ;W;t£o TPM L/t i><D$:&M Ltz 0 Reverse primerO^ ^ 
Kie^iJ(±GenBank accession No.M17262 ) <Z> f- 26588-26 

6 0 5 CffiiU VlT<Db%> X'&Zo 
5' — GGGTGAAGGCTGTGACCG-3 ' (K?!J*<aE?!J#-^ 5 ) 

Forward primer b Lt»J 1 , HJfc^J 2 , 1 , ##08 2 , ##0« 3 , ##0!l 4 , 

##0115, ##08 6, ##«7 3lO r *#ffil8^V^r*t*»tCEIRO'fk'fr»(1.25 // M) 5 
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, Reverse primer 1.3//U Premix Taq(Sffi:i£$!0 12. 5 ^L, Human DNAv#i£l fitM 
*5.2 /<L£^-tni$i£Takara PCR Thermal Cycler PERSONAL (TP240) £ffio PCR&/S 
S-fifo^o &J£^^M±, 94°C lO^OMS^f^ 94°C 153\ 63°C 155\ 72°C 

31 ? ^m^MLtzo KlB'ik, Kfcm fxUZl ^LOloading solution^ 1)U A 
, 10%*°'JT^'J;UT5 K^;H|^:*i* (lxTBE, 200V^mEE, #JlB#W) ^TV*, SYBR Gr 
een I (CambrexttM) "C^feflL Molecular Imager FX Fluoresent Imager system (Bio-R 
ad)£fflws> K£nT*!'ftu Quantity One software (Bio-Rad) Srffi o T^S L-7^ 0 
[0131] 

^£0|Sm^l2l3 H^i"o ENA^.-^ h£3' *^^3#gt~#AL/^fc^£Forwardpr 
imerKfflv^ii^^ |gjfe#!l 1 K§e*c<Dlt^T~l± g |ft<D-itf5^-(216 bp) OifiH^liM 
-C § tz<DizM U ^£M1?!l 2 Hie«<7)^%-e(i i ^Oitf5T-(216 bp) «0if *Bt5*«6©-C £ & 
^o/: 0 ^1(7)* 'J =fz ? Ujr?- Kt:ab^##W 1 Wm^M 2 HISK^-fb^ 

SrForward primerCffl v^J#£"C(±, 1 ^§£f^t^t/fi ttT-t± & < , 2 IC 

ismco^^-e & m^fDm^mm £ *u uv7fcu ^T-^iiipg^ ^ x ^ tz 

o i/i. ENA^---yh£3' **f:iA L£###l 3 cMt^^K #.0^, ENA 

^--•y h£3' 3i>imfrh 2#g^2lAL7t##^05S.^6<7)'f[:^T'(igK)<7)^'> Kcoif 
ilii{±?t^T-§ ^^o/: c ,1<7)C: t t^ENA^-- y h £3' *S^"b3#g ^2»A Ltzit^ 
^Hv-|;fflv^ t -y^Ui; A,fc*£ <^6D^3tfeT- (216 bp) coifi|@j&*-e £ 

-?> i t ff-fofr-D tz 0 
[0132] 

1214 K£v*-C{±, Premix Taq(^ffijifO O^t? *) fc, Premix EX Taq(MM) 
fcfflufcttfc^-fo iW»^C*v>T4, ENA^--y h£3' 5fcJB**5>3#B Lrt::/ 

^ -r njs v^r 5 * * j-mz t ^ ^ ^ h -f > MMMi<D-fy 'fv-^tt 

[0133] 

IE«<7Mt^f±, LNAJL- -7 h£3' 3fc*j&»fc3#B fc$AL «9, ###J 1 0 <75 
ffc-g-^ ^Forward primer Hffl V»fcSHK K 7.^r y ^-\Z X 2>i£fc=?-<Dig®g-t>n5%&b tltz<7) 
i:ML« EM^--v Y *3' *i*?»3tBi:iALfc, Hi&WWffc^ ^Forward primer 
HfflV^Tt^T'Ji, 5 y f-K «£ ^»f£T-0±iipI^6%Hi§^-f> ENA^7& ? 5 y 

[0134] 

(attfc«2) 7>yt:Kif>|iaifil3 (Angiopoiet in- like protein 3) itf£ 

(1) v^^y/ADNA^ig 

•s"^7XAKR strain, KK-7*>*Nga strain&tf KK^^^Snk strainO-r ^ 7, (4 MM) 
X y) UMLtzm (1. 5cm) ^840^1 (D^Mm. (720// 1 <£> 1 X S S (A 80^ 
1010% SDS, 40//l©10mg/ml ~fX2y^4i- — J cK' ! k^ts) CtifL, 
5 OtT-^SL^Tl^-^iL^o ^v>T\ lmg/ml 'J * P T - -J? A 2 0 

/i iinx.r, 5 0ttinii!iffifiLfco ^:<r>%., 7xy-)^ ^nn*juitu^2ii, 

S -Mtm&ft* 1 IHfTV^ ifcR* l OmM hn-JSS (pH7. 5). ImM 
EDTA^trtt«*l 5 0 pl 1 K*»Lfco **S«:»**Ktf- (U- 3 0 0 0, (flc 
) 0jt*flpm») t2 6 0 nm«Ii:^lt4TO^iIteL, WM^I&TLXmM.* 2 5 
i:ilLty7ADNA^H Lfco 
[0 13 5] 

(2) PCR 

Angiopoiet in- 1 ike protein Sot^T- "7° n ^6— ^ — rtO#Mi±, direct sequence^^^: 
*»<b, HI 6 CO J: -9 4#M^^o 0 |116-ej±, -v^^KK/Nga strain. KK/Snk strain<hJt-< 
T-^^AKR strain-C(± TlJ TvTt2M (CA) t5 ? &3c LT ^ C t 
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P C R {ZHm Reverse primerl±&TO@E?iJ : 

5' -GTCACTAGACTACTGCTTACTGTCC-3 ' (Bd?iJi<7)E5iJf f 6 ) 

Wfc^/cOi&^Sc^iJli, GenBank accession No.AL935325 IEt£<7)y ^ V**f- K#"t 606 
58-60682tC*gffi|ft&Ic , 3 r i|-e&£) CO 4 OS:fflv^ 0 Forward primer t LTH«ii^fl3> 
004, ##0011, ##0012, ##0013, ##0014, ##0015, ##0016, ##0O17$.LK# 
#0IJ18<7)V^-f tL^Hfa«CO-fb^(1.25 M) 5 ^L, Reverse primer (1.25 ^ M) 5^L, 
Premix Taq(^fldi^) 12. 5 ^ L, A DNAi§S(100 ng/l^L) 0.125 // L, M7R2.38 
//L<7)}#?££, Takara PCR Thermal Cycler PERSONAL (TP240) £ o T , PCRKJSZft^tz 
o y ;K±, 94t: 10^f B l«MI> 94°C 53\ 63°C 153", 721C l^W ^ ? ^ £ 

30-^-f y )ls%%t)MLfz 0 KfcAk, /uUZl ^ LO loading solution^rtjnx., 10%*° 

'J7^J)V7? YY)vm% : <km (lxTBE, 200V^^J±, m\m%) Srfrv*, SYBR Green I ( 
CambrextttSO "C^fet^, Molecular Imager FX Fluoresent Imager system (Bio-Rad) Srffl 

[0 13 6] 

(3) 

-r-yxAW strainfi^coyy ADNA (AKR) t L X m ^^tz%t^k £ IS 7 - A \Z^ 0 

ENA:x-yf£3' *5g^^3#g K&A Ltz^mmmifA^zUWL^it^lZ&^X. 
00 3 Olfc-g-^/S- forward primer il^lft tcjtfc^- (154 bp) ZMmx^Z, 

[0 13 7] 

KK-v">^Nga strainS^O^V ADNA (KK/Nga) £flM twfflv* III 7 - B KttcI" 
0 ENA^-y h*3' *JfB^3#B t-*A L/c ^0035: cK4ic|2^(7)^^-t/^i3V^T, H 
M0O 4 ClE^co-fb^ ^Forward primerliffl & <7)^\ ft^^^SUH. d»o, S^fign 

[0138] 

El 8 HJ£0O 3 #.^4 i'lBmo-fb^OV^-fn^ ^Forward primer <h LtiV\ AKR 
CO^VADNA, KK/NgaCO^y A DN A , KK^>7*Snk strain (KK/Snk) coyy ADN 
A, 3fe0nc, AKRtKK/NgaOyV ADNA^^*-^o?l-if7cDNA (Mix) £I#M£: L/cPCRO 
^M^TjkLtZo H8AH^L/c=t 9 t", AKR-C(±^iS0fl 3 UKf^cO-fb^-t/ ^Forward primer 
£ LXm^tzi><DX-'MlR&)%mfc^-<7)mmj)mmZti, i KK/Nga, KK/San-e(i1tgM0ij4 
Kfa*cCO<fc"£-^/£ Forward primer t LtfflV 1 /: & co^rjMiR6tl : ^iSf5i : 'COi^0 1 S^lilfS $ tltz 
o Mix"Ci±, *M0O3S^4 Hiamov^TtiO^b^ £ Forward primer i: 171^/;^ 

fco ifc, IH8 BC^Lfci 9 i-^T7) ? A^MDNA-e^^##0OllS.y : "12HlSm<7)^ 
-£%£Forward primer LTfflv»fc»^, glftO/^ K<Di#teJ^Kf!l <b *L> 

[0 13 9] 

[HI 3] Premix Taqfcffl 5 >f v- fcffl v>£ P C R <Aiffi*£:^i-[2o 

[13 4] Premix EX Taq^ffl^t#i7°7 ^ v-^ffl^/;P C R«|S^^^t@ 0 
[15] P CRK.fcoTtfctHSfLfcAO' KwajfeSHfttSkflL-ffcLfciao 

[16] r-svirtfx.+ y Mil® a k 3 mitt -?u ? -\*\<D&m*7fs-rm 0 

[H7-A] v**AKR strainS3fe<a*V ADNA (AKR) &MMt Ltz P C ROi^S: 

[H7-B] KK-7-7^Nga strainfi^coyV ADNA (KK/Nga) *»!StLfcPCRO 

thll# 2 004-3086068 



i|#Sf 2003-378039 ^- v : 23/E 

[@8] AKRcO yyADNA> KK/Nga(7)^V ADN A . KK^^^Snk strain (KK/Sn 
k)«yVADNA, 3fc£>*K, AKRtKK/Nga<7)yy ADNA^^fio'orl-tf/cDNA^ilM-!: 



tBISE#2 004-3086068 



#11 2003-378039 ^- v : 1/ 

SEQUENCE LISTING 



<110> 


bANKYO COMPANY, LIMITED 


"I OA 

<120> 


Method for identifying SNPs 


<130> 


2003175SU 


<160> 


6 


<170> 


Patentln version 3.1 


<210> 
<2ll> 
<2l2> 
<2l3> 


1 

20 
DNA 

Homo sapiens 


<220> 
<223> 


Inventor: Koizumi, Makoto 


<400> 1 

cactgggagc attgaggctc 


<210> 
<211> 
<212> 
<213> 


2 

20 
DNA 

Homo sapiens 


<220> 
<221> 
<222> 
<223> 


al lele 
(20) . . (20) 


<220> 
<221> 
<222> 
<223> 


al lele 
(20).. (20) 

C is trans itonded to T 


<400> 2 

cactgggagc attgaggctt 


<210> 
<211> 
<212> 
<213> 


3 

28 
DNA 

Mus musculus 



tblE#2 004-3086068 



mm. 2003-378039 



2/E 



<220> 

<221> allele 

<222> (28).. (28) 

<223> C is transitioned to T 



<400> 3 

atctgtctac atatatatac acacacat 28 



<210> 4 

<211> 28 

<212> DNA 

<213> Mus musculus 



<210> 5 

<211> 18 

<212> DNA 

<213> Homo sapiens 

<400> 5 

gggtgaaggc tgtgaccg 18 



<210> 6 

<211> 25 

<212> DNA 

<213> Mus musculus 



<400> 4 
atctgtctac 



atatatatac acacacac 



28 



<400> 6 

gtcactagac tactgcttac tgtcc 



25 



i±iiiE#2 004-3086068 
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^-v: 1/ 



imm%] mm 

[HI] 



5' 
3' 



(ii) 



(i) 




ATGC 



5' 



3' 



[H2] 



5' 
3' 



(ii) 



(i) 



eTACG 




ATGC 




ATAC 



[H31 





5' 



5' 



C TCTCTCTC T 3 5 tRi^C?)K?iJ 

*3h teL 1122334 4 ENAtf){l§trti£Gfii 



S3 



{+ , ,|E#2 004-3086068 
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2/ 



[H4] 




, — . 


v w lllr 






25 im^ju 

27 IM^A* 
29 IM^JU 



C T 

[m 5 ] 



12000 

10000 

ftg 8000 
4m 

£ 6000 
4000 
2000 
0 



C T C T 
LNA LNA ENA ENA 




[!H61 

(KK/Nga, KK/Snk) 
(AKR) 



ACAT 

AT C T GT CT ACAT AT AT AT ACACAC ACA : : T 



Primer 



5 ' ATCTGT CT ACAT AT AT AT ACACAC ACAT 3 ' 
5 ' AT C T GT CT ACAT AT AT AT ACACAC ACAC3 ' 
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^-v: 3/E 



[07 — A] 
A 

200 bp 

100 bp 



■7-Ti- «*<H1I »*M12 «*S(H13 »=5f*Sl4 »^(HIJ «*«16 SWffW9*»]17«^fH18 




T CTCTCTCTC 

1 1 2 2 3 3 4 1 ENA<D{g£!pg|3tiZ 



[[537 -B] 

B 



«^»JII **ft)12 ♦*tW3 **r«UJ SEttM4 «*W17 **H1tS 




3'5f3ig(Z>KJlJ 



[@8] 



A 



AKR KK/Nga KK/Snk Mix 



stain 











| 200 bp 






MM* 11111 11 *« llf 












100 bp 



T CTCTCTC 



B 



AKR KK/Nga KK/Snk Mix 

#%f?']l 1 #^f5'J12 #*fff "Jl l*9ffll2*9Ml 1 #%f?i|12#^f5U l#^f5'J12 V-fl- 




T CTCTCTC 



stain 

200 bp 
100 bp 



o 
o 

3 



ttJiE# 2004-3086068 



#11 2 0 0 3 - 3 7 8 0 3 9 ^- V : 1/E 



mm] mitt&mztkitiir ^nmRvm-^-m^mm-r & z. two § & * v =r** 

*U^^l/tf K©3' *^§^<b3#g<7)^ * U*f- Kt5 ? 2' -0,4' -C- 
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JRHfrfcHEOS-S- #11 2003-378039 

50301845086 

ffi^W «B BUfi 6 9 9 2 

¥JS1 5^1 1J3 1 OS 

[ffittlH] ¥/&15^11J! 70 



ffifE#2 004-3086068 



^- v : i/E 

2003-378039 

& m a m m -it m 



f^r [000001856] 
1 . ^I^-B B 1990^ 8fll 5B 



mtiE^-^- tBIE#2 0 0 4 - 3 0 8 6 0 6 8 



